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Inclusion Criteria -HIV positivity. The HIV infection has to be confirmed according to WHO guidelines (see Appendix IX). -Patients must have signed a consent form prior to beginning protocol specific procedures (Appendix VI). -Adult male and female patients, age ≥18 years. Female patients of childbearing potential must have a negative pregnancy test at study entry. 
Exclusion Criteria
-Prior ARV therapy.
-Active tuberculosis.
-Abnormal laboratory results especially glucose level >160 mg/dl, liver enzymes AST and/or ALT ≥ 1,5 x ULN, bilirubin ≥ 4 x ULN, alkaline phosphatase ≥ 5 x ULN, creatinine ≥ 2 mg/dl (176,8 µmol) -Serious other diseases including psychiatric disorders.
Treatment Administration
Patients in the study group will get prednisolone 5 mg per os daily, patients in the placebo group will get 1 tablet of placebo per os daily.
Primary Evaluation Criteria
Effect of the low dose prednisolone therapy on the time to progression. The time to progression is defined as the time between the baseline and the change to CDC stage A3, B3 or C, which indicates the initiation of antiretroviral therapy or the time to death (see Appendix Va).
Secondary Evaluation Criteria
• The amount of the CD4 cells at baseline (= 100%) will be compared to the amount during the study.
• The overall survival rate will be the time interval between the first dose of the study medication and the date of death. The overall survival will be evaluated in the prolonged follow up period of the study.
• The safety profile will be evaluated by clinical examination, adverse events (toxicity), vital signs, haematological and biochemical monitoring.
• The quality of life will be evaluated by a Quality of Life Report Form.
Statistical Methods
• NQuery 3. 
1 BACKGROUND
For treatment in advanced HIV infection, combination therapy with antiretroviral drugs (ARVs) is the best option under current international standards. The benefit of ARVs is best, if they are used relatively late in the course of the disease, commonly after a progression of years. However, under a global perspective, more than 90% of those who need ARVs worldwide have no access to them.
ARVs are not used in early stages of infection without significant immunodeficiency. Although a variable degree of immunodeficiency may be present even in early HIV disease, there is no established treatment for this phase.
Immunodeficiency is associated with a decline of a certain population of lymphocytes, the CD4 cells or T-helper cells. It seems to be a useful concept to postulate that a treatment which slows down this loss of CD4 cells could also slow down the progression of HIV disease.
In vitro-findings and clinical studies showed a CD4 cell stabilizing effect of corticosteroids. First clinical studies were based on relatively high dosages , Andrieu JM 2004 . These are hardly justifiable for a longer time, because of numerous side effects, e.g. immunosuppression of the cellular immune system, the manifestation of diabetes or the Cushing syndrome. Based on this study and an increasing amount of experience by Ulmer and others, it seems to be justified to systematically investigate the effect of low dose prednisolone on the progression of HIV disease. The costs of 5 mg prednisolone per day is in a range of 3 US $ per year (Action Medeor). If it turned out that low dose prednisolone prolongs the period until ARVs become indicated without imposing intolerable risks on the patient, this approach could be a very attractive future option for countries with health systems in resource-poor settings.
RATIONAL FOR THE STUDY
Until now, there are no prospective randomised studies on the use of corticosteroids in latent HIV disease. Furthermore, low dose prednisolone (5 mg/d) is not sufficient tested for the risks and benefit for HIV patients especially for those living in poor settings with a higher risk of infections. This study will assess the benefit and the safety profile for low dose prednisolone therapy for patients in a region with limited resources and high prevalence of infections.
SITE DESCRIPTION
The study will be conducted at the Bugando Medical Centre in Mwanza, Tanzania.
STUDY OBJECTIVES

PRIMARY
The primary objective of the study is to assess the effect of the low dose prednisolone therapy on the time to progression of HIV disease. The time to progression is defined as the time between the baseline and the change of staging to advanced disease (CDC stage A3, B3 or C) or death (see Appendix Va).
SECONDARY
The following secondary objectives will be evaluated in the same patient population:
PATIENT DEFINITION
This is a mono-centred trial involving 400 eligible patients.
INCLUSION CRITERIA
• Positive HIV antibody test. The HIV infection has to be confirmed according to the WHO Guidelines (see Appendix IX).
• Adult male or female patients, age ≥ 18 years.
• Patients must have given an informed consent and signed a consent form prior to beginning protocol specific procedures (Appendix VI).
• Patients in CDC Stage A 1, 2, B 1, 2 (see Appendix Va) not yet requiring ARVs.
• CD4 cell count ≥ 300 cells/µl (for inclusion 300 cells/µl for reason of security).
• No AIDS defining symptoms, • WHO Performance Status of 0,1,2 (see Appendix II).
EXCLUSION CRITERIA
• No pregnancy. Female patients of childbearing potential must have a negative pregnancy test at study entry.
• Prior therapy with ARVs.
• Active tuberculosis.
• Abnormal laboratory results especially glucose level > 160 mg/dl, liver enzymes (AST, ALT) ≥ 1,5 x ULN, bilirubin ≥ 4 x ULN, alkaline phosphatase ≥ 5 x ULN, creatinine > 2,0mg/dL (>176,8 µmol).
• Serious other diseases, including psychiatric disorders.
PLAN OF STUDY
STUDY DESIGN
This is a double blinded, randomized, phase II placebo-controlled clinical trial of oral low dose prednisolone therapy for HIV infected patients with CDC Stage A1,2 or B1,2 (see Appendix Va).
The trial is a mono-centred and involves 400 eligible patients in Tanzania, divided in: The study enrolment period will last for 12 month (30 patients per month). A study period of 24 month will follow. After 12 months, the first intermediate analysis will be done. In case of no significant negative safety aspects, the study will continue for the next 12 month. A followup period for further evaluation can be added.
STUDY TREATMENT
The patients in the Treatment Group will get prednisolone 5 mg per os daily. The placebo group will get one tablet of placebo per os daily.
DOSE MODIFICATION AND DELAY
There is no dose modification planned in this study. Study drug related reactions like hypersensitivity reactions, fluid retention, hypertension, gastric ulcer, and diabetes will be treated according to local standards.
DISCONTINUATION
Patients will be removed from the study for the following reasons:
• disease progression: upgrading of clinical stage and/or CD4 cell count < 200/µl, both requiring the start of HAART ( = primary study objective, study completed); • development of unacceptable toxicity not manageable by symptomatic care;
• administration of antiretroviral treatment; • significant protocol violation in the prednisolone group, e.g. interruption of taking the study medication for more than four weeks (compliance); • pregnancy; • consent withdrawn; • investigator's decision.
Patients are always allowed to refuse the participation of study and will be withdrawn.
The reason for removal for all patients will be documented on the case report form. Patients who are not eligible or not valuables for the study analysis will be replaced.
PRE-STUDY SCREEN
The following data will be obtained within two weeks prior to randomization:
• informed consent and signed consent form (audio consent for illiterate persons);
• complete medical history including dates and description of initial diagnosis of HIV infection, concurrent illnesses and concomitant medication; • physical examination including weight, height, WHO performance status (Appendix II); • vital signs: blood pressure, pulse rate, oral temperature;
• HIV staging according to CDC: examination for AIDS defining signs and CD4 cell count;
• chest x-ray to exclude active tuberculosis;
• short quality of life score;
• clinical laboratory tests: full blood count, glucose, liver enzymes (AST and/or ALT), bilirubin, alkaline phosphatase , creatinine; pregnancy test for female patients.
RANDOMIZATION
After having checked the patient's eligibility, the investigator will request randomization. A Randomization list will be provided to the BMC. The randomization number will be given by the study nurse. The study medication is double blind. Block randomization may be used. The patient will be examined every month for the following parameters:
EVALUATION DURING THE STUDY
• medical history update, including documentation of concurrent conditions, hospitalization and concomitant medications; • quality of life score; • physical examination including weight and WHO performance status; • vital signs: blood pressure, pulse rate and oral temperature;
• full haematological blood count; • serum chemistry: glucose level, liver enzymes (AST and/or ALT), bilirubin, alkaline phosphatase , creatinine; • pregnancy test for female patients.
• toxicity evaluation: Toxicity is defined as a study drug related adverse event (AE) grade 3 (severe) or 4 (life threatening). Toxicity will be recorded as it occurs and graded according to the NCI Common Toxicity Criteria (see Appendix III). Toxicities that can not be graded using the NCI Common Toxicity Criteria will be recorded as mild (asymptomatic), moderate (symptomatic but not interfering significantly with function), severe (causing significant interference with function) or life-threatening.
EVALUATION EVERY 3 MONTH (IN ADDITION)
• Sputum test for Tuberculosis.
EVALUATION EVERY 6 MONTH (IN ADDITION)
• Chest x-ray for Tuberculosis.
STUDY ASSESSMENTS
EFFICACY ASSESSMENT
TIME TO PROGRESSION
The time to progression is defined as time period between the baseline and the change of staging( see appendix Va).
Progression is:
• 
AMOUNT OF CD4 CELLS
The number of the CD4 cells at baseline (= 100%) will be compared to the number during the study (> 100%: increase; < 100%: decrease).
QUALITY OF LIFE
Some Quality of life questions will be completed for each patient during the visits.
OVERALL SURVIVAL
The duration of survival will be determined by measuring the time interval between the initial dose of study medication and the date of death. The overall survival will be evaluated in the prolonged follow up period of the study.
SAFETY ASSESSMENT METHODS
SUSPECTED ADVERSE RESPONSE (SUSAR), ADVERSE EVENT AND TOXICITY
Toxicity is defined as a study drug related Suspected Adverse Response (SUSAR) and Adverse events (AE) Grade 3 (severe) or 4 (life threatening). It will be evaluated based on a graded scale of 0-4 using the NCI Common Toxicity Criteria (see Appendix III). Toxicities that can not be graded using the NCI Common Toxicity Criteria will be graded as mild (asymptomatic), moderate (symptomatic but not interfering significantly with function), severe (causing significant interference with function) or life-threatening. AEs and SUSARs will be monitored during every visit using a hard coded page in the case report form.
Additional AEs occurring can be added.
LABORATORY MEASUREMENTS
Biochemical and haematological tests will be conducted on blood samples once a month at every visit. If AEs occur additional tests have to be done according to local standards. 
DATA ANALYSIS / STATISTICAL CONSIDERATIONS
SERIOUS ADVERSE EVENT MONITORING
DEFINITION OF A SERIOUS ADVERSE EVENT
A serious AE is any adverse drug event occurring that results in any of the following outcomes: -death -life-threatening adverse drug experience or event -in-patient hospitalization or prolongation of existing hospitalization -a persistent or significant disability/ incapacity -or a congenital anomaly/birth defect.
• "Life-threatening" means that the patient was at immediate risk of death from the event as it occurred. It does not include an event that, had it occurred in a more serious form, might have caused death.
• "Requires inpatient hospitalization" should be defined as hospital admission required for treatment of the adverse event. Hospital admission for scheduled elective surgery would not be a serious adverse event.
• Toxic deaths: Any death occurring during the active treatment part of the study and within 4 weeks following the last study drug intake must be reported to the principal investigator. regardless of any relationship to the study drug(s). Deaths occurring during the study follow-up period of 6 months, need only be reported as adverse events if it's thought that there is a possible relationship to the study drug(s). Death report form in the CRF must be completed in any case.
CAUSALITY ASSESSMENT
The assessments to be used to record the causal association between the study drug and the adverse event are as follows:
• no: the adverse event is definitely unrelated to the test drug • unlikely: the test drug does not have any reasonable association with the observed experienced; however, relationship cannot be definitely excluded • possible: the connection with test drug administration appears feasible but cannot be concluded with certainty • probable: the clinical experience appears related to the test drug with a high degree of certainty
For the purposes of regulatory reporting, events which are assessed by the investigator as possibly or probably related to the study drug will normally be considered as indicating a possible association.
REPORTING OF A SERIOUS ADVERSE EVENT
Any serious event occurring during the active treatment part of the study and within 30 days following the last study drug intake must be reported to the principal investigator within 24 hours, regardless of the relation to study drug(s). Serious adverse events (SAE) probably related to study drugs have to be reported with the yellow form. Study drug related SAE occurring 6 month after the stop of the study need also to be reported and managed without charge.
The study drug related SAE have to be reported to the data safety board every month.
The investigator and others responsible for patient care should institute further supplementary investigations. This may include seeking a further opinion from a specialist in the field of the adverse event. If a patient dies, any post-mortem findings must be recorded.
Withdrawal from the study and therapeutic measures shall be at the discretion of the investigator. A full explanation for the discontinuation from the study will be made at the appropriate case report form. Reporting to local regulatory authorities will take place according to local regulations.
All adverse events, regardless of severity, will be followed up by the investigator until satisfactory resolution.
All other minor adverse reactions will be recorded on the CRF during the study.
CLINICAL MANAGEMENT OF SERIOUS ADVERSE EVENTS
Study drug related serious adverse events occurring during the study have to be treated at low costs charge free for the patients.
STUDY MEDICATION
PREDNISOLONE
Prednisolone will be dispensed as a varnished tablet of 5 mg produced by Action Medeor, Germany.
PLACEBO
The placebo will be designed to the equal look like the study medication.
STORAGE
The storage will take place at room temperature in a dry compartment.
DRUG ACCOUNTABILITY
The person responsible for drug dispensing is required to maintain adequate records of all study drugs. The patients have to bring back the study medication every month for pill counting. The overall compliance has to be more than 80%.
INVESTIGATOR OBLIGATIONS
This study is to be conducted according to globally accepted standards of Good Clinical Practice (ICH, GCP guidelines, current version), in agreement with the latest revision of the Declaration of Helsinki and local regulations.
MONITORING, AUDITING AND INSPECTIONS
The study will be monitored externally by a study team, who is placed at the Bugando Medical College of Health Sciences in Mwanza, Tanzania, and Medical Mission Hospital in Würzburg, Germany.
During site visits, the monitoring team should review original patient records, drug accountability records and document retention (study file). Additionally, the monitors should observe study procedures and will discuss any problems with the investigator.
Adequate time for these visits should be allocated by the PI. The PI should also ensure that the monitors are given direct access (as per ICH GCP Guideline, Sections 4.9.7 and 6.10) to source documents (i.e. hospital or private charts, original laboratory and for ECG records, appointment books etc.) of the subject which support data entered in the case report forms, as defined in the ICH GCP Guideline, section 1.51 and 1.52.
Participation in this study also implies acceptance of potential inspection by national or foreign health authorities.
PATIENT IDENTIFICATION
All patients screened for the study will have their initials (first letter of the surname and first letter of first name) and their date of birth entered chronologically in the patient log at the initial visit. In the event a patient is excluded from study participation, the reason is to be documented in the space provided on the patient log.
Each patient will be assigned a Patient Allocation Number on registration. This number and the patient initials are to be entered on the Case Report Form.
RECORDING OF DATA
Case Report Forms will be supplied by the Study Coordinator at the Medical Mission Hospital. These forms must be PRINTED LEGIBLY using black ball pen.
The forms should be verified against all original records (and workbooks, if applicable) by the Clinical Monitor before submission. The bottom copy will be retained in the investigator's files. No case report forms are to be mailed without specific authorization. Case Report Forms and all original data should be readily available for review during scheduled monitoring visits.
RECORD RETENTION
Copies of all pertinent information will be retained by the investigator for a period of at least 15 years from study completion. Additional considerations must be made about complying with applicable local laws, guidelines, etc.
A study document binder will be provided by the sponsor for all required study documents.
CONFIDENTIAL FOLLOW-UP
The investigator will be responsible for retaining sufficient information about each patient (e.g. name, address, phone number, social security number, and identity in the study) so that regulatory agencies may access this information should the need to do so arise. These records should be retained in a confidential manner for as long as legally mandated according to local requirements.
PATIENT INFORMED CONSENT (Appendix VI)
Prior to the screening evaluation, the patient will be informed of the nature of the study drug and will be given pertinent information as to the intended purpose, possible benefits, and possible adverse experiences. The procedures and possible hazards to which the patient is exposed will be explained.
An approved informed consent statement will then be read and signed by the patient, and, when required, a witness, and the investigator. The patient will be provided with a copy of the signed informed consent statement. The patient may withdraw from the study at anytime without prejudicing future medical treatment. Verification of a signed informed consent statement will be noted an the patient's study case report form.
ETHICAL COMMITTEE/INSTITUTIONAL REVIEW BOARD
The final approved protocol and the informed consent statement will be reviewed by a properly constituted Ethics Committee/IRB in Bugando Hospital and the governmental Ethic Committee in Tanzania. The Ethics Committee's/Board's decision concerning the conduct of the study will be made in writing to the investigator.
The investigator will agree to make required progress reports to the Ethics committee/IRB, as well as report any serious adverse events, life-threatening problems or deaths. The Ethics Committee/IRB must be informed by the investigator of the termination of the study.
DECLARATION OF HELSINKI
This study is to be performed in accordance with the declaration of Helsinki (Somerset West Amendment, Republic of South Africa Amendment), as described in Appendix VIII.
INSURANCE OF LIABILITIES
lf required, the investigator may forward the Ethics Committee/IRB a copy of the insurance that the sponsor has to take out covering his and any other participating parties liabilities.
MODIFICATION OF THE PROTOCOL
Any modifications to the protocol which may impact on the conduct of the study, potential benefit of the study, or may affect patient safety, including changes of study objectives, study design, patient population, sample sizes, study procedures, or significant administrative aspects will require a formal amendment to the protocol. Such amendment will be agreed upon the investigator, and approved by the Ethics Committee/IRB prior to implementation and notified to the health authorities in accordance with local regulations.
Administrative changes of the protocol are minor corrections and/or clarifications that have no effect on the way the study is to be conducted. These administrative changes will be documented in a memorandum. The Ethics Committee/IRB may be notified of administrative changes at the discretion of the investigator.
USE OF INFORMATION AND PUBLICATION
The information developed during the conduct of this clinical study is considered confidential. This information may be disclosed as deemed necessary by the advisory board.
Should the investigators desire to publish or present the results of this study, a copy of the manuscript or abstract will be provided to the committee of all investigators. The authorship list will be agreed by all investigators prior to publication.
ROLE OF ADVISORY BOARD
The meeting of the Data Safety monitoring board (DSMB) will be conducted in regular intervals, preferably every six month. The medical advisors will have access to all study materials every time.
INVESTIGATOR'S AGREEMENT
I have read the preceding protocol dated 2007 and agree that it contains all necessary details for conducting this study. I will conduct the study as outlined therein and will attempt to complete the enrolments into the study. I will provide copies of the protocol and all drug information and prior clinical experience furnished to me, to all physicians responsible to me who participate in the study. I will discuss this material with them to assure that they are fully informed regarding the drug and the conduct of the study. I agree to keep records and all patient information (case report forms and patients' informed consent statement), drug shipment and return forms, and all other information collected during the study in accordance with legal regulations.
Investigator (PRINT NAME): 1 Restricted in physically strenuous activity but ambulatory and able to do light work.
2 Ambulatory and capable of all self-care but unable to carry out any work. Up and about more than 50 % of waking hours.
3
Capable of only limited self-care, confined to bed or chair more than 50 % of waking hours.
4
Completely disabled: Cannot carry on any self-care, totally confined to bed or chair. (2) And/or performance scale 4: bedridden > 50% of the day during last month.
Appendix
(1) HIV wasting syndrome: weight loss of > 10% of body weight, plus either unexplained chronic diarrohea (> 1 month) or chronic weakness and unexplained prolonged fever (> 1 month).
(2) HIV encephalopathy: clinical findings of disabling cognitive and/or motor dysfunction interfering with activities of daily living, progressing over weeks to months, in the absence of a concurrent illness or condition other than HIV infection which could explain the findings.
Appendix VI Informed Consent Form
PATIENT INFORMATION SHEET & CONSENT FORM
Study title
A phase II clinical trial to assess risk and benefit of oral low dose prednisolone for HIV infected people prior to the commencement of antiretroviral treatment.
Invitation paragraph
You are being invited to take part in a research study.
Before you decide, it is important for you to understand why the research is being done and what it will involve. Please take time to read the following information carefully and discuss it with others if you wish. Ask us if there is anything that is not clear or if you would like more information.
Take time to decide whether or not you wish to take part.
Thank you for reading this.
Why is this study being done?
The purpose of this study is to find out whether the study medication Prednisolone 5 mg is able to stabilize your condition. Prednisolone has been shown to protect the immune system from self-destruction, so we hope that this effect will prolong the time of health in your situation. Prednisolone is a well known medication for treating allergy. In prior studies with HIV-infected people prednisolone has been shown to have a stabilizing effect on health.
In this study we will compare the effects, good and/or bad, of prednisolone 5 mg with placebo.
This study is a double blind study with either placebo medication or with prednisolone 5mg per day. This means that only the registration centre knows if you get study medication (group 1) or placebo (group2). You will be "randomized" into one of the study groups described below. Randomization means that you are put into a group by chance. A computer program will place you in one of the study groups. Neither you nor your doctor can choose the group you will be in. You will have an equal chance of being placed in either group.
Do I have to take part?
It is up to you to decide whether or not to take part. If you do decide to take part you will be given this information sheet to keep and be asked to sign a consent form. If you decide to take part you are still free to withdraw at any time and without giving a reason. A decision to withdraw at any time, or a decision not to take part, will not affect the standard of care you receive.
How many people will take part in the study?
About 400 people will take part in this study.
What will happen if I take part in this research study?
Before you begin the study … You will need to have the following exams, tests or procedures to find out if you can be in the study. These exams, tests or procedures are part of regular diagnostic procedures and may be done even if you do not join the study. If you have had some of them recently, they may not need to be repeated. This will be up to your study doctor.
• HIV Test
• Blood sample • For female patients, Pregnancy test • Chest x-ray for tuberculosis diagnostic • Sputum test
During the study … If the exams, tests and treatment medication show that you can be in the study, and you choose to take part, then you will need the following tests and procedures. They are part of regular care.
• Monthly blood samples for six months then quarterly
• Chest x-ray every half year • Sputum test every three months • Pregnancy test every half year Additional Laboratory Analysis: For later additional laboratory analysis we will store a small amount of your blood samples at the National Institute for Medical Research. These blood samples will be analyzed in Germany (Medical Mission Institute) to help the doctors to understand how the drug is working on your cells.
How long will I be in the study?
You will be asked to take prednisolone for two years. After you are finished taking prednisolone, the study doctor will ask you to come for one further visit one month after you stop the study medication.
Can I stop being in the study?
Yes. You can decide to stop at any time. Tell the study doctor if you are thinking about stopping or decide to stop. He or she will tell you how to stop safely.
It is important to tell the study doctor if you are thinking about stopping so any risks from the study medication can be evaluated by your doctor. Another reason to tell your doctor that you are thinking about stopping is to discuss how to go onto another therapy, instead of prednisolone.
The study doctor may stop you from taking part in this study at any time if he/she believes it is in your best interest; if you do not follow the study rules; or if the study is stopped.
What side effects or risks can I expect from being in the study? Prednisolone given in low dose is known as a medication with few side effects. It has been proven in several other studies to be safe in this dosage. But you may have side effects while on the study. Everyone taking part in the study will be watched carefully for any side effects. However, doctors don't know all the side effects that may happen. Side effects may be mild or very serious. Your health care team may give you medicines to help lessen side effects. Many side effects go away soon after you stop taking the study medication. You should talk to your study doctor about any side effects that you have while taking part in the study. For more information about risks and side effects, ask your study doctor.
Are there benefits to taking part in the study?
Taking part in this study may or may not make your health better. While doctors hope prednisolone therapy will be more useful to stabilize your health compared to the usual treatment, there is no proof of this yet. We do know that the information from this study will help doctors learn more about prednisolone as a treatment for HIV infected patients. This information could help future patients.
What other choices do I have if I do not take part in this study?
Your other choices may include:
• Getting treatment or care for your HIV Infection without being in a study • Getting no treatment.
Talk to your physician about your hoices and how to obtain care before you decide if you will take part in this study.
Will my medical information and my taking part in this study be kept confidential?
All information which is collected about you during the course of the research will be kept strictly confidential. Any information about you which leaves the hospital/surgery will have your name and address removed so that you cannot be recognized by a third party.
What are the costs of taking part in this study?
You will not need to pay for the study medication and for all laboratory tests and examinations which are study specific procedures.
You will not be paid for taking part in this study but you will get the bus transfer paid.
What happens if I am injured because I took part in this study?
It is important that you tell your study doctor if you feel that you have been injured because of taking part in this study. You can tell the doctor in person or call him/her at the Bugando hospital .
You will get medical treatment if you are injured as a result of taking part in this study.
What are my rights if I take part in this study?
Taking part in this study is your choice. You may choose either to take part or not to take part in the study. If you decide to take part in this study, you may leave the study at any time. No matter what decision you make, there will be no penalty to you and you will not lose any of your regular benefits. Leaving the study will not affect your medical care. You can still get your medical care from our institution.
We will tell you about new information or changes in the study that may affect your health or your willingness to continue in the study.
In the case of injury resulting from this study, you do not lose any of your legal rights to seek payment by signing this form.
Who can answer my questions about the study? Medical progress is based on research which ultimately must rest in part on experimentation involving human subjects. 5. In medical research on human subjects, considerations related to the well-being of the human subject should take precedence over the interests of science and society. 6. The primary purpose of medical research involving human subjects is to improve prophylactic, diagnostic and therapeutic procedures and the understanding of the aetiology and pathogenesis of disease. Even the best proven prophylactic, diagnostic, and therapeutic methods must continuously be challenged through research for their effectiveness, efficiency, accessibility and quality. 7. In current medical practice and in medical research, most prophylactic, diagnostic and therapeutic procedures involve risks and burdens. 8. Medical research is subject to ethical standards that promote respect for all human beings and protect their health and rights. Some research populations are vulnerable and need special protection. The particular needs of the economically and medically disadvantaged must be recognized. Special attention is also required for those who cannot give or refuse consent for themselves, for those who may be subject to giving consent under duress, for those who will not benefit personally from the research and for those for whom the research is combined with care. 9. Research Investigators should be aware of the ethical, legal and regulatory requirements for research on human subjects in their own countries as well as applicable international requirements. No national ethical, legal or regulatory requirement should be allowed to reduce or eliminate any of the protections for human subjects set forth in this Declaration.
B. BASIC PRINCIPLES FOR ALL MEDICAL RESEARCH
10. It is the duty of the physician in medical research to protect the life, health, privacy, and dignity of the human subject. 11. Medical research involving human subjects must conform to generally accepted scientific principles, be based on a thorough knowledge of the scientific literature, other relevant sources of information, and on adequate laboratory and, where appropriate, animal experimentation. 12. Appropriate caution must be exercised in the conduct of research which may affect the environment, and the welfare of animals used for research must be respected. 13 . The design and performance of each experimental procedure involving human subjects should be clearly formulated in an experimental protocol. This protocol should be submitted for consideration, comment, guidance, and where appropriate, approval to a specially appointed ethical review committee, which must be independent of the investigator, the sponsor or any other kind of undue influence. This independent committee should be in conformity with the laws and regulations of the country in which the research experiment is performed. The committee has the right to monitor ongoing trials. The researcher has the obligation to provide monitoring information to the committee, especially any serious adverse events. The researcher should also submit to the committee, for review, information regarding funding, sponsors, institutional affiliations, other potential conflicts of interest and incentives for subjects. 14. The research protocol should always contain a statement of the ethical considerations involved and should indicate that there is compliance with the principles enunciated in this Declaration. 15. Medical research involving human subjects should be conducted only by scientifically qualified persons and under the supervision of a clinically competent medical person. The responsibility for the human subject must always rest with a medically qualified person and never rest on the subject of the research, even though the subject has given consent. 16. Every medical research project involving human subjects should be preceded by careful assessment of predictable risks and burdens in comparison with foreseeable benefits to the subject or to others. This does not preclude the participation of healthy volunteers in medical research. The design of all studies should be publicly available. 17. Physicians should abstain from engaging in research projects involving human subjects unless they are confident that the risks involved have been adequately assessed and can be satisfactorily managed. Physicians should cease any investigation if the risks are found to outweigh the potential benefits or if there is conclusive proof of positive and beneficial results.
18. Medical research involving human subjects should only be conducted if the importance of the objective outweighs the inherent risks and burdens to the subject. This is especially important when the human subjects are healthy volunteers. 19. Medical research is only justified if there is a reasonable likelihood that the populations in which the research is carried out stand to benefit from the results of the research. 20. The subjects must be volunteers and informed participants in the research project. 21. The right of research subjects to safeguard their integrity must always be respected. Every precaution should be taken to respect the privacy of the subject, the confidentiality of the patient's information and to minimize the impact of the study on the subject's physical and mental integrity and on the personality of the subject. 22. In any research on human beings, each potential subject must be adequately informed of the aims, methods, sources of funding, any possible conflicts of interest, institutional affiliations of the researcher, the anticipated benefits and potential risks of the study and the discomfort it may entail. The subject should be informed of the right to abstain from participation in the study or to withdraw consent to participate at any time without reprisal. After ensuring that the subject has understood the information, the physician should then obtain the subject's freely-given informed consent, preferably in writing. If the consent cannot be obtained in writing, the non-written consent must be formally documented and witnessed. 23. When obtaining informed consent for the research project the physician should be particularly cautious if the subject is in a dependent relationship with the physician or may consent under duress. In that case the informed consent should be obtained by a well-informed physician who is not engaged in the investigation and who is completely independent of this relationship. 24. For a research subject who is legally incompetent, physically or mentally incapable of giving consent or is a legally incompetent minor, the investigator must obtain informed consent from the legally authorized representative in accordance with applicable law. These groups should not be included in research unless the research is necessary to promote the health of the population represented and this research cannot instead be performed on legally competent persons. 25. When a subject deemed legally incompetent, such as a minor child, is able to give assent to decisions about participation in research, the investigator must obtain that assent in addition to the consent of the legally authorized representative. 26. Research on individuals from whom it is not possible to obtain consent, including proxy or advance consent, should be done only if the physical/mental condition that prevents obtaining informed consent is a necessary characteristic of the research population. The specific reasons for involving research subjects with a condition that renders them unable to give informed consent should be stated in the experimental protocol for consideration and approval of the review committee. The protocol should state that consent to remain in the research should be obtained as soon as possible from the individual or a legally authorized surrogate. 27. Both authors and publishers have ethical obligations. In publication of the results of research, the investigators are obliged to preserve the accuracy of the results. Negative as well as positive results should be published or otherwise publicly available. Sources of funding, institutional affiliations and any possible conflicts of interest should be declared in the publication. Reports of experimentation not in accordance with the principles laid down in this Declaration should not be accepted for publication.
C. ADDITIONAL PRINCIPLES FOR MEDICAL RESEARCH COMBINED WITH MEDICAL CARE
28. The physician may combine medical research with medical care, only to the extent that the research is justified by its potential prophylactic, diagnostic or therapeutic value. When medical research is combined with medical care, additional standards apply to protect the patients who are research subjects. 29. The benefits, risks, burdens and effectiveness of a new method should be tested against those of the best current prophylactic, diagnostic, and therapeutic methods. This does not exclude the use of placebo, or no treatment, in studies where no proven prophylactic, diagnostic or therapeutic method exists.1 30. At the conclusion of the study, every patient entered into the study should be assured of access to the best proven prophylactic, diagnostic and therapeutic methods identified by the study.2 31. The physician should fully inform the patient which aspects of the care are related to the research. The refusal of a patient to participate in a study must never interfere with the patient-physician relationship. 32. In the treatment of a patient, where proven prophylactic, diagnostic and therapeutic methods do not exist or have been ineffective, the physician, with informed consent from the patient, must be free to use unproven or new prophylactic, diagnostic and therapeutic measures, if in the physician's judgement it offers hope of saving life, re-establishing health or alleviating suffering. Where possible, these measures should be made the object of research, designed to evaluate their safety and efficacy. In all cases, new information should be recorded and, where appropriate, published. The other relevant guidelines of this Declaration should be followed.
1 Note of clarification on paragraph 29 of the WMA Declaration of Helsinki The WMA hereby reaffirms its position that extreme care must be taken in making use of a placebo-controlled trial and that in general this methodology should only be used in the absence of existing proven therapy. However, a placebo-controlled trial may be ethically acceptable, even if proven therapy is available, under the following circumstances: -Where for compelling and scientifically sound methodological reasons its use is necessary to determine the efficacy or safety of a prophylactic, diagnostic or therapeutic method; or -Where a prophylactic, diagnostic or therapeutic method is being investigated for a minor condition and the patients who receive placebo will not be subject to any additional risk of serious or irreversible harm. All other provisions of the Declaration of Helsinki must be adhered to, especially the need for appropriate ethical and scientific review.
2 Note of clarification on paragraph 30 of the WMA Declaration of Helsinki The WMA hereby reaffirms its position that it is necessary during the study planning process to identify post-trial access by study participants to prophylactic, diagnostic and therapeutic procedures identified as beneficial in the study or access to other appropriate care. Post-trial access arrangements or other care must be described in the study protocol so the ethical review committee may consider such arrangements during its review.
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